Recent advances in pharmaceutical technology and drug delivery system has greatly helped to design and formulate pharmaceutical products. In addition, recent advances in excipients sciences have also supported the phenomena for better understanding and success of such formulations. The safety and efficacy of pharmaceutical products greatly depends on its quality attributes, formulation properties and manufacturing methods [1] . Generic products are marketed throughout the world and increasing in number of generic products has become more difficult for the health care persons as well as for patients to select one from among a number of apparently equivalent products [2] . In case of orally administered drugs the conventional generic products are considered to be therapeutically equivalent to a reference innovator when their pharmaceutical and bioequivalent parameters have been developed and correlated with each other [3] . Although physician and patient acceptance of generics may vary from country to country, a common factor in the decision to use a generic is price [4] . Various studies reported that the generic products were significantly differing from the reference brands and amongst themselves in terms of cost and quality [5] . For example, one of two marketed amoxicillin generics from Italian market was not bioequivalent to the brand leader product [6] . In another study significant difference was observed in dissolution release of branded and generic tablets of Ibuprofen [7] . The generic brands (drugs) available on the market should be analyzed for their chemical and biopharmaceutical equivalence, strength, quality, purity and releasing profile of active ingredient in comparison to the innovator drug. This is important especially for second and third world countries [8] .
classification system cefuroxime axetil (prodrug of cefuroxime) is a poorly water soluble drug having class II qualities with low solubility but high permeability, therefore it's in vitro dissolution profile could be expected to reflect the in vivo performance of the formulation [10] .
Thus the present study was undertaken with the aim to perform comparative pharmaceutical evaluation of four different brands of cefuroxime axetil 125 mg tablets included physical appearance and parameters along with dissolution in different medium was performed. Multiple point dissolution results were further analyzed by statistical analysis tool like one-way ANOVA and in vitro kinetic studies (model dependent and independent approaches). 
MATERIALS AND METHODS

Tablets testing:
The quality parameters of reference and brands were evaluated by USP36/NF31, 2013 pharmacopeial test procedure [11] and non-pharmacopeial procedures as stated below.
Weight variation:
The weight variation evaluation of reference (Ref. A1) and test brands (A2, A3, A4) were carried out by individually weighing twenty tablets on an analytical balance (Sartorius GmbH; type A 6801) and then mean weight and standard deviation were calculated.
Tablet thickness:
Thickness of twenty tablets, each of the innovator and test brand, were determined by a vernier caliper in mm (CD-6, CSX, Mitutoyo, Japan) and mean, standard deviation was calculated.
Tablet length and width:
Length and width variation test of oblong shaped reference and test brands were determined by a vernier caliper in mm (CD-6, CSX, Mitutoyo, Japan). Average of 20 tablets length and width was recorded and the data was presented using a quality control chart on MS Excel ® 2010.
Disintegration test:
Disintegration of innovator and test brand were performed by placing six tablets of each brand in a tube of basket rack assembly of disintegration apparatus [12] (Erweka, ZT2, Heusenstamm Germany).
Assay method:
Assay of Cefuroxime axetil brands were performed according to USP 36/NF 31, 2013 pharmacopeial test procedure [11] using HPLC (LC-10AT VP, No.C20973806986 LP, Shimadzu Corporation, Kyoto, Japan) and column Promosil ® (Agela Technologies, USA) C-18, 4.6×250 mm containing 5 μm packing with injection volume about 10 μl. The suitably filtered and degassed mixture of mobile phase composed of 0.2M monobasic ammonium phosphate and methanol (620:380) with a flow rate of 1.5 ml/min. Randomly selected twenty tablets of each brand were pulverized and quantity equivalent to 240 μg/ml strength prepared in methanol and 0.2M monobasic ammonium phosphate. Sonicated and filtered solution was then injected and peaks were detected at 278 nm. Each determination was carried out in triplicate.
Related substances:
Related substances examined by liquid chromatography as described under assay [11] . The method was performed by preparing test solution to dissolve tablet substance equivalent to 10 mg of cefuroxime axetil in to the mobile phase composed of 0.2M monobasic ammonium phosphate and methanol (620:380) and dilute to 50 ml with the mobile phase. Reference solution (a) prepared by diluting 1 ml of test solution to 100 ml with the mobile phase, for reference solution (b) heat 5 ml of test solution at 60º for 1 h to generate the Δ3-isomers and for reference solution (c) expose 5 ml of test solution to ultraviolet light at 254 nm for 24 h to generate E-isomers. Reference solution (d) prepared by dissolving 10 www.ijpsonline.com mg of cefuroxime axetil in the mobile phase and dilute to 50 ml with the mobile phase. Inject 20 μl each of reference solutions (a), (b), (c) and (d) and chromatograms recorded at 278 nm with a flow rate of 1.5 ml/min. Percentage content of the related substances calculated from the areas of the peaks in the chromatogram by the normalization procedure.
Multiple point dissolution:
The dissolution studies of the reference and test brand were performed in USP dissolution medium i.e. 0.07 N HCl [11] and also established in distilled water, 0.1 N HCl of pH 1.2 and phosphate buffers at pH 4.5 and 6.8 by using a USP apparatus II (Erweka DT, Heusenstamm, Germany). Dissolution was performed in 900 ml of dissolution medium at 37±0.5º with 100 rpm. An aliquot of 10 ml of solvent was taken out from vessels at 5, 10, 15, 20, 25, 30, 45, 60, 90 and 120 min and volume was compensated by fresh medium. Drug concentration was calculated by UV/Vis spectrophotometer 1800 (Shimadzu, Kyoto, Japan) at 278 nm with dissolution medium taken as blank. Each experiment was repeated in triplicate.
Dissolution data analysis:
Single group univariate repeated measures analysis (One way ANOVA) was applied to the dissolution profile in each dissolution medium. Then post hoc procedures were performed by multiple comparisons using Dunnett's t-test (two-sided) and repeated contrasts were applied separately to each drug product for the comparison of percent dissolved at the sequential times in all dissolution medium.
Model independent methods:
A simple model independent approach was used in the present investigation that was difference factor (f1) and similarity factor (f2). The f1 values should be close to 15, and f2 values should be close to 100 [13] (Eqns 1-2):
Model dependent methods:
The mathematical models shown in Table 1 , were fitted to individual dissolution data evaluated by DD Solver ® software.
RESULTS AND DISCUSSION
Pakistan is a developing country where 70-80% of the population could not be able to pay for costly medication. In cost analysis of various brands it was determined that the innovator is 50% more expensive than test brands. Many drugs that are manufactured in developing countries are implicated to be substandard [20, 21] . For minimizing the health risk factors and to maximizing the safety of health products and food; it is necessary to monitor all the pharmaceutical services on a regular basis that promoting the conditions and providing information on the base of which the people become enable to make healthy choices and they can make correct decisions about their health. The aim of the present work as a surveillance study, was to assess the product quality of different brands of cefuroxime axetil tablets (125 mg) available in the local market to determine the appropriateness of their inter-changeability. Four different brands of cefuroxime axetil tablets were tested with variable price ranges and among them innovator A1 brand was considered as reference for comparison with other brands. Different pharmaceutical parameters were successfully performed and different weights were observed in different brands like A1, A2 and A3 had weights ranges from 208.10±0.86 to 277.58±0.85 mg while brand A4 were of 307.73±1.04 mg. Differences in weights variation is might be due to their different formulation compositionof excipients. Thickness range was found to be 3.30±0.07 to 4.12±0.02 mm in all selected formulations within the pharmacopeial limits. Disintegrations are required to break up tablets into primary powder particles and USP states that the tablets should be disintegrate within the prescribed period of time [11] . The reference and all tested brands showed disintegration time not more than 60 s and compliance with the USP criteria. All of the obtained brands were assayed as recommended by USP36/ NF31, 2013 pharmacopeial test procedure [11] and it could be concluded that the assayed products were observed with satisfactory results (Table 2) . *In all models, F is the fraction (%) of drug released in time t; k 0 is the zero-order release constant; R² is the Regression coefficient; k 1 is the first-order release constant; k KP is the release constant incorporating structural and geometric characteristics of the drug-dosage form; n is the diffusional exponent indicating the drug-release mechanism; k HC is the release constant in Hixson-Crowell mode; α is the scale parameter which defines the time scale of the process; β is the shape parameter which characterizes the curve.
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The USP test for related substances in cefuroxime axetil tablets is a semiquantitative test that is based on HPLC [11] . The test states that the percentage sum of the pairs of peaks of cefuroxime axetil diastereoisomers A and B obtained with reference solution (a) not greater than 1.0%, for Δ 3 -isomers (b) not more than 1.5%, E-isomers (c) not greater than 1.0% and the area of any other secondary peaks not greater than 0.5%. The results indicates that in all of the tested brands Ref. A1, A2, A3 and A4 percentage sum of the pairs of peaks (cefuroxime axetil diastereoisomer A and B) were observed as 0.11%, 0.25%, 0.19% and 0.32% respectively. Percentages of Δ 3 -isomers peaks were found within the prescribed limits i.e. 0.25% (Ref. A1), 0.42% (A2), 0.32% (A3) and 0.65% (A4). Results of E-isomers were found 0.12%, 0.18%, 0.21% and 0.32% correspondingly for all brands. The sum of the related substances is not greater than 3.0%. This suggests that all of the tested products met the pharmacopoeial specifications pertaining to related substances.
Dissolution profile is believed to reflect the in vivo bioavailability of drugs, particularly for those drugs which are belong to class II type drugs. Such drugs are known as low solubility and high permeability drugs [22] . The multiple point dissolution studies of different brands of cefuroxime axetil tablets were performed in five different dissolution medium i.e., 0.07N HCl (USP dissolution medium), 0.1N HCl of pH 1.2, phosphate buffers (pH 4.5 and 6.8) and in distilled water, according to the Food and Drug Administration-US [13] . [11] . Cefuroxime axetil is a poorly water soluble drug with BCS class II characters and use of appropriate solubility enhancing agent (surfactant) and www.ijpsonline.com disintegrator increase the dissolution rate of the active component [10] . In the present study, all the marketed brands (A1-A4) were disintegrated quickly within one minute and get dissolved to show highest drug release pattern i.e. greater than 70% in all medium at two time points of 15 and 45 min.
Multiple comparison by Dunnett's t-test [23] were applied to compare all brands in 0.07N HCl (USP medium) dissolution profile with different dissolution medium profiles at each time interval. The FDA document, mentions the in vitro bioequivalence testing protocol for a prescribed strengths, based on dissolution studies of the dosage form in at least three distinctive dissolution medium pH 1.2, 4.5 and 6.8 [13] . In the present work, results revealed that dissolution profile of Ref. A1, in 0.07N HCl medium in comparison with other medium showed a significant difference (P<0.05) at 60, 90 and 120 min time interval. Significant results (P<0.05) were observed for brand A2 evaluation at 5, 10, 15 and 20 min time intervals. In case of brand, A3 and A4 in 0.07N HCl dissolution profiles of both formulation were found to be nonsignificant (P>0.05) with 0.1N HCl, distilled water and pH 4.5 phosphate buffer medium at 90 min time intervals (Tables 3 and 4 ). These findings indicates that cefuroxime axetil has the ability to show a promising drug release in different pH medium at different time points gaining the waiver studies that the drug is well absorb and bioavailable at different body pH. In vitro dissolution testing is of pivotal importance, as the in vitro evaluation surrogates the in vivo outcomes. In one study comparing 13 products of alendronate, significant differences in dissolution and disintegration of tablets were revealed [24] .
Comparison of in vitro dissolution profile is recommended based on dissimilarity factor (f1) and a similarity (f2) factor that compares an innovator brand's dissolution data with the test formulation and establishes similarity profile [13] . The value of f1 and f2 factor for test brands (A2, A3, A4) versus reference (Ref. A1) were calculated and listed in Table 6 . The results indicates that the dissolution profile of tests were found similar to the profile of reference in all dissolution medium except the f2 value of test brand A2 in 0.1N HCl was 48.35 as compare to the reference formulation ( Table 6 ). The goodness of results in all medium of test formulations could possibly be due to the formulation composition, appropriate use of disintegrator and presence of adequate amount of solubility enhancing agent established similarity inference.
Model dependent in vitro kinetics like zero order, first order, Korsmeyer-Peppas, Hixson-Crowell and Weibull model were employed to elaborate the mode of release as well as to describe the best model fit data on the basis of determination coefficient R 2 [14] . As seen from the Table 7 , that all brands including reference brand were not successfully fitted with zero, first and Hixon Crowell model but Weibull gave highest determination coefficient at all dissolution medium. Calculated Weibull β parameter was <1 for all brands specified a parabolic curve with steeper initial slope than is consistent with the exponential and the values of regression R 2 was found to be 0.914-0.997 ( Table 7) . Davit et al., explained dissolution properties of tablet by using Weibull model [25] . In another study, Weibull model considered as a best model of comparison after comparing four models first order, Hixson-Crowell, quadratic and Weibull [26] .
In the present study, pharmaceutical evaluation of various brands of cefuroxime axetil by applying different comparison approaches with the intent to investigate several methods. All tested products were within the quality control limits and found to be similar in terms of physicochemical evaluation. The tested generic differs mostly in their dissolution behavior when tested in different dissolution medium and showed a significant difference (P<0.05). The model independent approach revealed similarity between reference and test brands, while model dependent approach explained the release kinetics and parameters of the Weibull model that suggest a homogeneity in profile shape.
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